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Abstract of JP2004143185 

PROBLEM TO BE SOLVED: To.provide an 
improved bicalutamide formulation by increasing 
therapeutic effectiveness of bicalutamide. 
SOLUTION: The pharmaceutical formulation for 
application to mucosa of a patient comprises the 
bicalutamide and an enteric polymer having 
pK<SB>a</SB>3-6. 
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HPMCAS : AQOAT, SK i n — Etsu CKemi ca I Industry Co. . Ltd.. Japa 

n **.li«£»***»iJA?qr«) tt. t * ft V . AS-LF. A S - 

M F , AS-HF..AS-LG. A8 - MGSi&A 8 - HG?A?^« A S - 

L 5r I/ - K I* . PHS5. 5-?^»«?»»y, A8-M7I/-FU, P H 5* 6 . 0 Y> °J S§ 
4£-?*>'J. ^tUYAS-HT-U-r'tt. PH^6. 5-?pT^tt?iP)3. - o © 5S « IC ft 1 1 

Y , C *JI-nFlt. HPMCAS71/-FAS-L, AS ~M."AS — H<fcVSS?Tft 

[ 0 0 2 3 ] 

MU*.ZI3K'J7--?S»I. 7 1/ - F A ( i£ & £ : EUDRAGIT™ L1 00. Rohm 
Pharma *fett*g3£&£»;g#i5A^^flE) J(^71/-FE (Im^EUDRAG I T 
™ S 1 00) »A¥°T*E?ifi 7. :ft?7b-FB, 7 ^ - <i) S t y iSJJx^ t 
yUg^it^HS';, U*.#oY. i9SS?D7<-*»*87. * <f 7- A tt . £1 : 1 
<P Jt * t * U , PH^6?°IStt?l)?. 7 ■{ ?B ft . 8 1 = 2 9Jt$tiL, P H > 7 
-? RT*e? *i I . 7 - o © ?" U - F (EUDRAGIT™ L30D-55) PH 
^5- 5"?°I^e-?^2. -^©S&CftllY. C J A n F tt . '>« < ^ t 1 aiH©^ 
*9Hl3*'J7-t3t'H**»fttC»iJ. U 7, Z«ffl*fctt*tfttjB;t 

iCtmaiyY- ( £J 2: tt . 7^-FAJiWB) 9l6tetIll?CV#?f n«i 

[ 0 0 2 4 3 

PVAPtt, P H 3= 5 -? °im ') , Colorcon Inc *fcttfi£»5fciIi*#iJA¥Rl 

ft 1 . 

CAP (&*S£AQUATER IC T "c)-8!*H7, FMC Corporation #^¥=1 
ffi) tt, 5?SS? J. 

[ 0 0 2 5 3 

C A T tt . Eastman F i ne cKem i ca I s. Xur icK. Switzerland 3v>A^.°Sffi-g>&)2 c 

F : ffiIfta!'J7-9StU nliJttt 1 : 0 . 2 5 » «i 1 : 1 0?S3. 
J: V » * U < tt , C<i>§eB<9TPltt1 : 0 . 5. 1 = 0 . 7 5 £ £ tt 1 = 1 ? * 7 . » * 

U < tt . C(?il0llltt1 : 3 £ * tt 1 : 5 3 . fit»$Ul)Jt0^att1 : 1 # 

«S 1 : 3 -** 7 . 
[ 0 0 2 6 3 

* % B8 © 1 "3 © « ffl tt . S*<!)ffll[*«t«ar7ft«fe&/SfetS:ffi3l«ttOJ6Rt» 

<!> JI tt tt 3 # ij 6<DPK l t*t?»8ft*y7-t9t'lff*B*'i 1 C, 2 5 # H 1 0 
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0 0 m f <D C iA, $ ^ F t & 111 . «• £ U < I* . U0ffl§l3:9OO, 800, 750 
, 600. .500, 450, 400, 300. £00, 150. 1 2 5, 100, 7 5f 
feK5 0m>5C***SKtll?i/C?m. I^XPSifcfl'Jcfti)?. cojfflltj i 
5 OmHfett40 OtnHi:n?SFt§/C?l) J. 

[ 0 0 2 7 ] 

it20<?)E.*iB.*JD»t«fJ**tttt*«ca*ttIC , Ktf7^?. mXtX, Si #J £ £ (* 
C 0 0 2 8 3 

iS U * IC , tfj*!*, t*>7->, ttlT*>7*>, ?>;F 10 

- a- , yji-ch-jk m m a . cjid-z8»* ( #j 2. . ««sattH2;un-x. c ;u □ 

[ 0 0 2 ?] 

•Tiu^^^fjctt, fly , jtyczAcni/F?, 7n-z, t* > 7- > , iti7> 

7- y , v 3 » , 7 %v7ttu. h^xnyvxu. 7 7 - h, -» u , ^ ? ? > , ? ss e f j 
, «ttftft«^n-x. a a- at ^ y -X y ;H2 ^ □'- Z . tFQ + V? 

C (■■□ + 5/If A-UAD-X. t F □ * 5/ ?□ C JUJ A D - 7 

[ 0 0 3 0 ] 

■M t ffl jft sj c ft , « it i* . jdxh^d-x. ? □ x a? c p y , * y e - * e □ y 20 

t K □ * 2/ 7- □ C A * T At! A □ - 7 ft J: &f t □ =*= =y 7" □ e ^ -t2 ^ □ - 7 # S £ ft I . 
[ 0 0 3 1 ] 

JtbfcJtiKfJCtt. Witt, Zx7y>&?725/7A. Xr7 l J>8. A ^ 5 f > » 
, Zf7!)?lUy^, H7, JA/ 1 ) ?K * It ffi » ft , IE ft . * y X f U 

> 7" y □ - A- ft J: 7 x 7 ',Ul, 7 7 A & ? K V 0 L&&-*ilJ . 
[ 0 0 3 2 ] 

&mt j -c Ytf-?? j jtKDiib &%mm> ss •& §j , g a h . »Kaiftj;&f»jto<&B*iS. 30 

^ 3& > Hanitook of Pko.rma.ceut i I ExciPien 
ts, S3ffi; Tie TLeory a. n d, P r gl c t i c e of I ncLust 
*" io.1 PUJ-mcicy, » 3 fi& 1986: PUrmaceuti col| D 
osa-9-e Forms 1 998. Mod,eM~i P UMna.ceut i'cs, 1 
3 f& 1 995: Remington's PUrmiceutica 

1 Sciences 5201 2 0 0 0. CEflKrtL? U-7 . 
[ 0 0 3 3 ] 

*3- £ L < , C , *;H5FI*@<$*Hft(i)li?l#^8 0% 1 ftJ;5ffi-£L<fai# 
»S 5 0 % (i'^tU<tt2»i;25%tfett2»>; 1 5%) ©■-yfcfe't?-?*)?,*. 
#*.U<te, 1o*^-^ttJJl±0£*ffl#KffJ3^KB*<?>S«-?l»ii7O%©« 40 

[ 0 0 3 4 ] 

»H < tt , 1 -3*fettt*li!t±q>«ttffltfKW*feB:H«<3>S*-*1 #i$ i o * . ft 
[ 0 0 3 5 ] 

ttSQEgAJSioattttfcffJSJi&fJtfcSl^ffiafcb-r, * I* IS ■& ff J . £ 3g j?J ft J: &<■ 

t ft *> tt « tt . flj * tt . KffJ*fcttfii«®s«?ia'i?o»-?s*4i.-7ii3. 50 
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[ 0 0 3 6 3 

» * U < K . 1-o*fctt^ftJK±®»KJW#»iM*fettfllS<z>SS-?0. 5 # ii 3 % , 

» «fc Z# » C IS 1 # ^ EXUl?SfttJ-?ft57. 

» * U < IS . 1 n * £ tt ^ ft JK. ± , l#*U#(5f|?0. 1 » «J 5% (J; 

U » * U < IS , 1 tm 2%) ©g?@#S-ft#C&ft^2-?;S?>*>?. S » #J q> £ ft . * 

* « ? «k r ft i » « * 3» «t ® » an (D r ^ « z * * t «* r z . 3t u *. a a »j © «i c hc . 

80) . a(y^nfi/> t 7 y » » w # c #j * t* . cremop/cor rh4o 
c 0 0 3 7 3 

a»**CSI»ftJ;Z*a?'J7-tSJ!i?-tt. tOJIStft*? t HitSt-. C e> S *S 

is , ffliJ«in.7aty7-ftj:&«tt»ifccu*.3»-9Titt*tticjg«rft>z. & & ® 0 1* 
. 7 <l v y , ? wy /yo uu* *} y . xtj-h/vouujt.'jy. 7Hhy/jK\ 

7CI->/l^-Jk : /?DD^9>/I^ y-JlJfefti? y-^/jK-jj,?, HP 
-B0C-3ll7tt, CIK9 41|£i)«tB 11 ZC**-***; H PMCA'3 C 

-3 I ) 7 IS . 0U X IS . 7 -t2 h y . ^-?y-^..X^/-;U/?X3VJ:^^^^TU>/X^/ 

ltli)Z?^?U. *iJKi7 ^ ^KCi^CTiiTtt> #l * is . * * / - . x 

>tSUJC);»?n. CAP Co DTK. tf.l2.tS. X- .x ^ / 7 )l =] - h . >7 v y C 
0JX.IS. 7Uhy) . iZTiHi^^Jgtti-TJltHDZcVJfJH. )8«7?gfg7 
Z £ ft IC IS . © £ $ fg . « 1 $2 » . *ISte*ifir«fcZ/fSJI£5gffa*ft3. JS « 13 fil ft Jg , 
P H tt » ZC R . « « JB H 3J J; z# JfiBS « 3ft# ft « (ffJ%K. &RB £ » ft (SED8) « C 

[ 0 0 3 8 ] 

H*»ffifl:i:-5HTlfitia§, c J $ k r ft*.* y y-W^»I» 

? fix. 2® m<et7S.v y -rcmftt ■&-?&>*> ? . 

[ 0 0 3 9 3 

*5EWQ)Bi*Jc3»uT. '> # < nii< >5#(i)i;jjinFtti»ft*y ?-t3tfH 

©Si?gftsc*S§gi3IJtttS;friTtt. ^ftc£.«;*5Erc?«j&7ftZ»«*»)«fe(?>j&jii]t 
ffi tt f . ^K^T^c^r^h-^wfSttr^c&^su. s »j w ^ s s q 

»J&©m#*rc«fc i-3t&««ctfi)7, k su * 

®cnnF?»'>s<nz5x»»4i«?sttz. a v » * u < a . c © 1 is 

S<VtS0%, 40%. 50%, 75%. 90%, ? 5 %S fett H %? ft J . it» 
[00403 

*DKc&#°jffi-?a?>2. C<5§«CiSUfeS*i^Ctt, % A C S Z & £ . left, ft □ 

; *ffi«««fc»is»tt4#3*fti. «n«#j*»c»*iru. & s *l is ® r* © & ;?y 

[ 0 0 4 1 3 

ststtit j<5c#s?ft?. £ ft « « #j is , ««rufei»:&fB*airj;z>**i]fi:aaa-*a 
3. m7>h-n-ir>^ratt, * * <d » it a a is it * » UQigftas 
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feKCUfe^oT. #J *. 13: . SillJgipfAfcHJiJl (PSA) Q &J &1fcj£®tl t t> 9 > K ? V. 

>l ! D!r>'ftli:Tii7?ilo«lB;. ffltt«Q^Btt«ta(fllJtB:, .RMiiJ&M^jft 

* fit IE X ) , »J;&79^JI1I?»7. 
[ 0 0 4 Z 3 

[ % m m ] 

[ 0.0 4 3 ] 

3#'jeoeH0PK a t*r^«!*te»»ttaJ | jY--(c0»6. hpmcp hp 

-5SS, EUDRAGIT L 10 0 fi«fc&(H P MCA6 AQOAT LG) VQC 

* * 5 F fl> H # * K'fc t KM U , C*L«Jtai»fl>C*^^5-Ftt9JKffJ ( S ft) B§ 5§ £ 
S'JT-HTHPMCP HP-55StfifiU7) 12 ft L Y , if* cfc £ £ , U<^# 

© a s -> fe^M»ttai y y - (* y x ? v y 7 y - ;u (peg) 4000, pla: p 

EG t2kD ^ 2 k D ] ( at y 7 9 f F ■ ^ h t ?Jf "JITI/ >7 U :-Jt C 2 k D : 2 

k d ] ) , t i»Dt3'?ai;A^f Aycjin-z chpmc) pharmacoat 

C B flt ) 6 0 6 SJ;t/METOLO8E 60SH 5 0 c, P ) ^cnnF^lft' 
«•■» # C ** L T Jt * L. . =§- * 9 & S<J 13: 1 : 5®CUnF : * 'J Y-iiJtt*b,7 
Ufc. HMl* 4" > C h DSJBait* t L "7 . ^Sft»4i^SaCTl)7^ibt. 20 

[ 0 0 4 43 

*«<&ca;u*3sK : hp - 5 58£ftJtt*rzntt»Ktt<z>sb££*fciF«ufc. 

fc. 
[ 0 0 4 5 ] 

ib, 80ml(57CFy: t /!?DO^?> (3 : 1 ) lU&Hb*.., KitD-jy-I 
A*L<-?-7BSLfe. Si»Jt*S*-r>ce?-. SIST. 4 0 G? 2 4 *IS&*fc 
7 tt Jfe . 30 
[ 0 0 4 6 ]- 

SiJt77XD#^iRi, Fr i ts u^tgfflU7gi»fiu^. & #j & >x c , 

iliS^T, 4 0 t? Y »J C 2 4 B#fSS2*IY ttfc. 
[ 0 0 4 7 ] 

Col) »3Se3Ry7-t«t'B#*Bt#*JWfllJlft*y Y-t§t>@&*ifcft 
c tm H ffll t . tf5f >«J?c^tclflU'(B OmUttfiSi) . ? o 0 m -I * 
SCO. 2 5%F7VJH5IS7 h U7ASii5#JfeKPH6. 5»«jm+C37t:-?1 40 
BfHSSYttfe ( SI fltttS 7 5 r P m ) . I»c . BmlKSnt. 6*. 10*. 2 

o*. 30*. 45*a c fcc/eo*c7' : 7X? : y75/y>^ ? k «; m u . s « » t a a 

SI?1 5 * fl 31 * * gt (i 4. 0 0 0 r Pm) IS. XQSfftSlliHP LC**flCcfc 

mmm ■■ 5 b %acn/4 2%*/o. 2 % =f & 

* 7 A : 15cm Luna, 5um, 3tiimP31 (J-Ktiff ) 
«fflifi« : 2 7 0 n m 

aft : l m I /* 



iiAl : 1 0 u I 50 
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ft ft ■# IB : II IS 2 ft 

m l.ft «fcZ/H 2 I*. *»Bft#1R*-?ff:btl.J£. in vitro 5# jg K «t <S> * t jR t . 51 1 
# ft t £ ? fC , 8»t 1 0 0 % <D XI U }\, ? -s h* IS . HPMCP H P - 5 5 S , EUDR 
AG I T L1 OOfii^HPMCAS A Q 0 A T L G H ft # ft ft ? tt «i tL , 60* 

IS S> IB <P , SMtfSiftrft*. ( f £ t> f , SfcttiBttlSiOmiSfl?*.) # , C ft I* 

. i^fpsicf t in cat. a?s<2>stfflH»jc3:?3atA;0p±<fr ■ 

mt « ^fePLA: PEGBff*»ftOl)7?)IS« (02) tC *} U 7ifc® * ft*. L) . 
P E G 4 0 0 0 Eft *JKft t -SyT-tJlllfcKSU.fcvttZilC&oTll-Z (HZ 

) . »«t4oxt?<*»aiii:* jm h'cu»»us»^fe. ic, n 2 c f £ 10 

tn, METOLOSE 60SH 5 0 c P ft <fc Z> H P M C P HARMACO AT 
6 0 etSCBtta-Rfttt. 3S » f » 5 8 % ft <£: 7 0 % <9 C 3 ;U ? 5 h" IC it U ;fe £ it 

[ 0 0 4 8 3 

( b ) t^SCHnF = HP - 5 5 SJtttt JHft*H$ 
' B ft * 8X ft t , C J A ? 5 ■• H P - 5 5 Sliit = 1 : 1. 1 : 2 , 1 : 3 , 1 =4 
ft <fc 1 : 5 7- £31 b *. . Ciliit in vitro Siat^i^. 81tE3cSt. Jt«t ' 

[004?] 

B8 tfJUtJiTC. HP- 6 5 8 t St' t 7 Co II 7 .' 1 0 0 % C H ^ H I 20 

,[ 0 0 5 0 ] 

v r ar w jj 

«DHiiSCnnpt. MUfe^2IC&£U;t(450m9-il»ffiiS») (n = 
6) . &4?ft;>=g!flJ&, aHr<Z>CA80DEX™ttRI35rJ;e#1 = 3 C C D h * 3g P : H 
P5 5S] Hft#ftft7«&o£.. UtPSft^Stfttt. 1& E <t> & ? E m& I, )s.V . L#IS 
# *» > » * tt , D-^J-iA^-=;3>y»ga'i. * ■ tett c * ? l» S U & . * 
»DS«*IC*Z0m|-t*Jtfe. A«K»tt,a*lB»J:Z*«:*(ft1. 2, 3 . 4 , 6 
> 8, 12, 18, 24, 30, 36. 48, 72, 96, 120, 144, 1 6 8 H 30 

c ssut. cjma«t8ooo/-Pm?i 5 is a a * fit u , n t s a <?> i&i ?§ ist^ 
f tcsvmu, **f.t u? - ? ot7Stut. s>t sen a . ?§ s s a as a & , lc-m 

8tSH7*«bfe. 
[ 0 0 5 1 3 
[ft 1 3 





Cpmax 


Tmax(Bf) 


AUCfcgfofai])* 




13 


30 


1504±309 




5 


30 


5O0±405 



40 



*0~14 4B#ffl?3AUC 



[ 0 0 5 2 3 

t? ft V, T - ? . £^fCEI4tt, h'dSJfcfflffll**. ISHP - 5 5 8 * 50 
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y7-tfflllfei#»»*?. *'JA^UC)£t»U7UJ. llC, A U C 8B 5fc <I tt . 
HP - 5 5 SHft*ISft©Sfll^Ji^Ci)fJ»JSS l J0)l5l5 3^-?^ICVt3lb-?l)2. g 
C . HP-5 5 8H#«-»tt<?>C. lx tt, ffl ?i? Q SJ #J » #J <2 15 IS 3 « ~? & 3 . K IC < C * 

* ^ K Hn U ^ ;Ki> *f & fi.£ lb >!£ IS , HP- 6 5 8 1#*B#CtII7. ffl 3? © S£ ffJ & 
f J J: V fill (^afe/iAUCCoU7K, H P - 5 5 8 1* 3 0 ? / 1 504 

Ut / nf / m | , Iffi(9Si?JSSiJ(!) 4 0 5 / 5 0 0 U?/#/ITi I 9&lC^L 

T Jfc&^Jlfe U ) . 

[Blil®»S&fflm] 

[ 0 0 5 3 ] 

ihi 3 u v a,-*u im% (DE#*RKKm»ii <i>\c * a, 9 3& \* v&m ( 10 

? o om I sit, 50m>C.Hnn 

[00543. 



ft -fl«C*^*SKlltffJttfJ 

A fii -HPMCP HP-55S 

Si ■ -EUDRAGI T (ffii) L100 

m% -HPMCAS AQOAT (i£1f) LG 



[ 0 0 5 5 3 20 

mm -HPMCP PHARMACOAT (IS) 6 0 6' 
VSft -MET0L08 E (ffil) 60SH 50cP 

-PEG4000 
+ * -PLA:PEGC2kD:"2kD] 
A » -HPMCP HP-55S 
ft -m&\C $ A, 9 ^ F & 

[033 a^o)S#it-?HP - 5S8tffyciAn K"ESX,-M>ZB#tfSH*Kiiy» 

•5©e»^^5P©39ii (?oomi«at. BomKnnn 

[00.563 30 

mrf -1^5 
mn -1:4 

Eft -1^3 
+ 3= -1:2 
ft - 1 : 1 

[043 h'Sfjts^u^iQi 7-D7w;u ( n = 6 . c J a n 

FS^i4 5 0 m?) . IKi)A-B;fiifttfa7UZ. ' 

[0.0573 40 
K Jsl - C 37 9 § H : HP-50Sffil?1 : 3 <50ft*iJ<$ 

a ii - a « e- * ;u * 5 h- as «i « « 
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